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What I will be talking about:

• WEU and it’s assessment for EU monographs.
• What is a ‘Good Study’ ?
• RCT, ObS, and bias.
• EBM and WEU.
• What is a good design for a WEU study ?
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Well Established Medical Use: 2001/83
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…and it’s assessment
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…and it’s assessment
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…and it’s assessment
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A ‘study of good quality that substantiates efficacy’
is one that answers essential research questions 
about the efficacy of the product by using an 
appropriate design.

What is a ‘Good Study’ ?
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What are the essential questions 
about WEU-MPs?

• What we know about WEU-MPs: 
The product is efficacious (it has been licensed for 
more than 10 years!)
The product is safe.

• What we often do not know (enough about):
What are the modalities of WEU in real life?
How can the treatment benefit be optimised for the 

individual patient, especially in a non-RX setting?
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• The patient decides about the therapeutic goals.
• The patient decides about the modalities of the 

therapeutic strategy. (Hopefully well advised by a 
pharmacist or a doctor.)

• The patient decides how to apply the therapy and 
when to end it.

Is the patient, who acts out of his beliefs and his 
prejudices, competent enough? Is research on 
something diffuse like "non-RX practice" 
worthwhile?

What is typical of ‘non-RX practice’ ?
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Patient Well-Being and 10-Year Mortality

Perceived Heath and Mortality: A Nine-Year Follow-Up of the 
Human Population Laboratory Cohort. 

Kaplan (1983).Am. J. Epidemiology 117: 292
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A good study has a good design !

What is an appropriate study design for the questions 
about WEU under real life conditions ?
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Levels of evidence …
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Experimental studies 
will always be, 
observational studies 
can be, clinical trials if 
they are not “non-
interventional” (Dir 
2001/20).

Observational studies
will usually be, but do 
not necessarily have to 
be, pragmatic trials.
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The treatment paradox – in studies

Specific

Semi-/Non-Specific

Regression

Artefacts

Circular instead of hierarchical: methodological principles for the
evaluation of complex interventions. Walach (2006)

BMC Med Res Methodol. 6:29.

Active Placebo   Active Placebo
Study I               Study II

Is this effect still relevant?
Is the benefit-risk ratio still 

positive?
Different setting, different 

population, or just by chance?
What is closer to "the truth in 

practice"?
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… and in practice (Major Depression)

The clinical significance of antidepressant treatment effects cannot be derived
from placebo-verum differences. 

Hegerl U (2010): J Psychopharmacology 24, 445-448
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So, let's try with an RCT !
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• Observational studies do not use randomisation 
and blinding of the patient. 

• These are important tools to control for bias 
(selection, information, confounding) and to enable 
valid statistical comparisons.

• RCTs can best prove specific efficacy.
(isn't that a circular conclusion?)

• The RCT message to the patient is:
• We do not know which treatment is really working.
• You are member of a treatment group, not relevant 

as an individual person.

The RCT: Gold standard or golden calf? *

* The double-blind, randomized, placebo-controlled 
trial: Gold standard or golden calf? Kaptchuk TJ (2001). 
J Clin Epidemiology 54: 541-549
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• Randomisation and blinding do not happen in 
medical practice.

• A ‘specific effect’ as measured by an RCT 
(difference between active treatment and placebo) 
is of limited importance for practical use. In many 
instances, it is the perceived total effect that counts.

• Informed consent, the knowledge of being 
randomised and masking all influence the benefit 
perceived by the patient.

The RCT: Gold standard or golden calf? 
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In WEU the objective is to enable best patient benefit.
So, what matters is how a drug can be applied in such 

a way that the patient chooses to adhere to the 
therapy because
• he expects it to be effective and
• believes it is the best possible treatment for HIM
• on the background of his knowledge about and his 

pre-experience with the product.
WEU research is about the drug and the best possible 

setting to use it.

How relevant are RCT results for WEU?
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Adherence counts: Treatment adherence and 
mortality 1y after MI (%)

Adherence to treatment and health outcomes.
Horwitz RI, Horwitz SM.

Arch Intern Med (1993) 153: 1863-1868
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Expectation: Influence of study design

Study design affects participant expectations: a survey.
Rutherford BR et al. 

J Clin Psychopharmacol, 2009.
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Expectation:
Influence on 
outcome

Should we tell trial patients that 
they might receive placebo? 

Skovlund E. Lancet (1991) 337: 
1041
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Belief in individual best treatment

General Practice Consultations: is there any point in being positive?
Thomas KB. (1987): BMJ 294: 1200-1202
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Belief in individual best treatment

General Practice Consultations: is there any point in being positive?
Thomas KB. (1987): BMJ 294: 1200-1202
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Positive pre-experience improves 
improvement

Learning potentiates 
neurophysiological and 

behavioral placebo 
analgesic responses. 

Colloca L (2009). Pain 139, 
306-314
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Consent and tolerability

The consent form as a possible cause of side effects.
Myers MG et al.

Clin Pharmacol Ther (1987) 42: 250-253
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It is not easy to transfer RCT results to the 
WEU situation!
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Real life is different !
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• The patient is aware of the therapy and it’s 
possible benefits and risks:

No masking (but blinding of the study observer is
possible)

• The patient receives his preferred therapy:
No randomisation

>> Are non-interventional (=observational) studies a     
'good' alternative?

Real-life WEU is quite different from the RCT 
setting:
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Observational trials are not that bad

Randomized, controlled trials, observational studies, and the hierarchy of research designs.
Concato J, Shah N, Horwitz RI.

N Engl J Med. 2000 Jun 22;342(25):1887-92.
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… and do not that much show non-consent bias

Interpreting the evidence: choosing between randomised and non-randomised studies
McKee M et al. BMJ 1999;319:312–5
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Bias and causal associations in 
observational research. Grimes 
DA, Schulz KF. Lancet (2002) 
359: 248–52

Observational trials : criteria
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Observational trials : criteria

Bias and causal associations in 
observational research. Grimes 
DA, Schulz KF. Lancet (2002) 
359: 248–52
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Levels of evidence - 2

Circular instead of hierarchical: methodological principles for the
evaluation of complex interventions. Walach (2006)

BMC Med Res Methodol. 6:29.
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Is that in line with "Evidence Based Medicine" ?

"The practice of evidence based medicine 
means integrating individual clinical expertise 
with the best available external medical 
evidence from systematic research …
EbM is not restricted to randomised trials and 
meta-analyses. It involves tracking down the 
best external evidence with which to answer our 
clinical questions …"

Sackett DL: Evidence-based medicine: What it is and 
what it isn't. Brit. med. J. 312 [1996] 71-72
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Herbal ? I love it !
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Specific, whatever that means

Semi-/Non-Specific

Regression

Artefacts

Grp 1   Grp 2 Grp 1    Grp 2
Study I               Study II

Semi-specific herbal 
group effects are 
specific effects of 

herbals.
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A good quality 
Well-Established Use study …

… is a study well designed 
to tell us:

How the product is best used
(in order to achieve 

a maximum total effect 
for the patient).

Choose your design with empathy!
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Thanks !
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The magnitude of the placebo effect is 
context-dependent !

Components of placebo effect: randomised controlled trial in patients with irritable bowel syndrome.
Kaptchuk TJ, Kelley JM, Conboy LA, Davis RB, et al. 

BMJ. 2008 May 3;336(7651):999-1003.
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Consent bias: 
Consent increases 
effects but lowers 
treatment difference

Randomized clinical trial of the 
effect of informed consent on the 
analgesic activity of placebo and 

naproxen in cancer pain. 
Bergmann JF. Clin Trials Meta-

Anal 1994;29:41–7.
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Investigator Bias: Duodenal ulcer

A study of the variations in the response regarding duodenal ulcer 
when treated with placebo by different investigators. 

Sarles H (1977): Digestion 16: 289-292.
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